The Drosophila dynamin-associated protein Dap160, homolog of the vertebrate Intersectins, is thought likely to act as a molecular scaffold in the synaptic periactive zone. New mutant analyses have revealed separable roles for Dap160 in the regulation of vesicular endocytosis and synaptic growth.
guanine nucleotide exchange factor (GEF) for Cdc42 and can thereby modulate the actin cytoskeleton ( Figure 1) [8, 9] . Intersectin 1L regulates actin cytoskeleton during endocytosis, vesicle mobilization and modulation of synaptic structure [10] . In this capacity, Intersectin binds to WASp, a positive regulator of the Arp2/3 complex which nucleates Factin, and signals via the RasGEF Son-of-sevenless and Cdc42 (Figure 1) Only conditions of severe demand reveal an impairment: for example, 10 minutes of 10 Hz stimulation was found to cause an ~50% decrease in synaptic potential amplitudes [13] . Similarly, assays of synaptic vesicle endocytosis with FM1-43 dye loading revealed no short-term defects in dap160 mutants, although after a 10 minute labeling period dye uptake was found to be reduced by ~30%, with more severe defects at higher temperatures. With higher levels of demand -30 Hz stimulation for 1 minute -FM4-64 dye loading is reduced by ~50% [14] .
The frequency of spontaneous synaptic vesicle fusions is two-fold higher in dap160 mutants, and aberrant large-amplitude events occur quite often, although the majority of events exhibit normal amplitudes. Mutation of other endocytic proteins, such as Stoned, endophilin and AP180, also increases the average quantal amplitude at the Drosophila neuromuscular junction, reflected in the appearance of a class of enlarged synaptic vesicles [15] [16] [17] . Electron microscopy of dap160 mutants [13] Dap160 might localize Nervous Wreck-WASp-Arp2/3 complexes to synaptic boutons, thereby stimulating the production of branched actin filaments, suppressing microtubule stability and driving new bouton formation. As a scaffold for endocytic proteins -dynamin, synaptojanin, endophilin, and AP180 -Dap160 is clearly not essential, although more severe defects at high temperature suggest that it plays an important stabilizing role. Dap160 does not bind all of these proteins, only dynamin and AP180 directly, and so may serve as the foundation for a branching protein tree. As the EH and SH3 domains of Dap160 are involved in multiple other interactions, it is probable that Dap160 functions as a stabilizing scaffold which interacts transiently with different endocytic proteins at different steps of endocytosis, in agreement with models based on biochemical data [20] .
